improve during a pregnancy than to relapse. But after delivery relapse of bowel symptoms is common, confirming a trend indicated by Fielding and Cooke (1970) . Indeed, on conservative management alone such a relapse is the rule rather than the exception.
MANAGEMENT OF PREGNANCY IN PATIENTS WITH CROHN'S DISEASE
From previous work and from the present study an overall pattern emerges which enables some broad recommendations to be made about the management of such patients. Firstly, one must expect a proportion of women with Crohn's disease to be subfertile, though experience indicates that this is more likely to be related to the activity of the bowel complaint than any permanent anatomical lesion. Next, patients who inquire about the dangers of pregnancy in Crohn's disease may be broadly reassured; and certainly there is no ground whatsoever for regarding Crohn's disease as an indication for termination of pregnancy or sterilization. During pregancy itself one may expect that the symptoms of Crohn's disease will either remain static or even improve, though patients should be carefully followed up for at least three months after delivery, since a high proportion will experience a relapse of symptoms at this time.
As regards the details of such postpartum management the indications for surgery have been dealt with elsewhere but in the present context it is worth noting that this may be the one situation where steroids may be of value in the management of Crohn's disease. Following our earlier similar findings in a survey of 465 patients with ulcerative colitis (de Dombal et al., 1965) we carried out a small-scale trial and were able to link in one or two cases a relapse of symptoms with a sharp drop in the level of serum cortisol (de Dombal, 1966) . It would thus seem logical to try the effects of systemic corticosteroid therapy in this comparable situation vis-a-vis, Crohn's disease.
Summary
Early neonatal mortality in England and Wales in the second quarter of 1970 after a major influenza epidemic was slightly but significantly higher than in the corresponding quarter of the previous year. An increase was also noted in the first quarter of 1970. Analysis of infant mortality and an index of influenza prevalence over the past quarter-century indicates that similar increases occurred in relation to four of the other five major influenza epidemics during the period, the exception being the "Asian 'flu" epidemic of the autumn of 1957. It is suggested that the increased mortality in 1970 was the consequence of an increase in the prematurity rate, but we have no evidence to indicate whether the effect is specifically due to the virus or is nonspecific in nature. Security, 1971) .
Introduction
In this paper we analyse data for England and Wales derived from the Registrar General's annual reviews and quarterly returns. We also discuss mortality data from the official records of certain other countries and records of birth weight from a number of local health authorities. England and Wales 1969 and 1970 Comparison of the infant mortality rates for 1969 and 1970 shows that only the early neonatal death rate increased in 1970, from in 1951, 1953, 1959, 1961, and 1970. During the first quarters of each of these five years more than 5,500 deaths from influenza were registered in England and Wales. These years are designated for our present purposes as "epidemic" years. The quarterly stillbirth rates and early and late neonatal death rates for each of the epidemic years and for the immediately preceding years are set out in Table II . The data are summarized in terms of the mean differences by quarters for each of the three indices of mortality in Table III . Since all three rates tended to decline over the period in question a negative value for the mean difference between pairs of consecutive years was to be expected, and this was so for each of the quarters for the stillbirth rate and the late neonatal death rate. In contrast, for early neonatal deaths there was evidently a difference between the first and second quarters on the one hand and the third and fourth quarters on the other. Whereas in the former half-years the mean differences were positive, in the second halves of the years the mean differences, in keeping with an overall trend downward, were negative.
An analysis of variance of the data in Table II shows that the early neonatal death rates in the first half of the year differ significantly (P < 0-01) from the rates in the second alf of the year when epidemic years are compared with the years immediately preceding. No similar significant differences appear for the stillbirth and the late neonatal death rates.
During this same period there were six years (1948, 1957, 1960, 1965, 1967, and Fig. 1 . Of the six comparisons only for the early neonatal death rate in the first half-year is the trend followed in the epidemic years distinct from that followed in the non-epidemic years. The trends in Fig. 1 
Discussion
We believe that the evidence presented suggests that when influenza is widely prevalent early neonatal mortality is likely to be increased and that the effect is most pronounced in infants born some months after the peak of the epidemic (as measured by the mortality in the general population). For several reasons we do not think that the effect can be attributed to infection of the newborn acquired after birth. If that were indeed the mechanism one would not expect a major impact in the quarter following the epidemic prevalence and one would expect the late neonatal death rates to be adversely affected. Furthermore, one would have to postulate extremely fulminating infections because the tendency to an increased mortality in the second quarter of an epidemic year can be discerned even in the death rates of ages under 1 day.
The way in which the increase in mortality is mainly confined to the categories associated with prematurity (Table I) suggests two possible explanations. Firstly, it might be that a high community prevalence of influenza affecdng pregnant mothers leads to an increased prematurity rate. Alternatively, the fatality rate among premature babies may be increased owing to some Security, 1970) . Since the A and B viruses are known to differ in certain respects it is possible they could differ also in relation to early neonatal mortality. The possibility that influenza infection of a pregnant woman might adversely affect the fetus has been considered by several investigators, but almost without exception they have sought teratogenic effects. The findings renorted have been contradictory, and on balance the evidence for such an effect is slender. In our data we could find no changes in infant mortality from congenital malformations or in stillbirth rates (of which anencephaly is a major component) which could be related to maternal exoosure to a high prevalence of influenza during the first trimester of pregnancy. Rogers (1972) came to the same conclusion.
A preoccupation with the possibility of a teratogenic effect is probably the reason why so little information bearing on other possible effects on the fetus can be gleaned from the reports in the literature. There are, nevertheless, some suggestive findings. For example, while Coffey and Jessop (1959) did not state the number of early neonatal deaths, it may be noted that in their series mothers giving a history of influenza in pregnancy had a higher proportion (7-5%) of babies of low birth weight than the mothers in the control group (6 6%). Pleydell (1960) recorded one early neonatal death among the offspring of 18 mothers who had had influenza in the second trimester. In a prospective study of virus diseases in pregnancy in Great Britain (Ministry of Health, 1960) one early neonatal death occurred among the babies of 99 women who had had influenza in the second trimester. The incidence of premature birth in the series reported by Hardy et al. (1961) was higher (8-7%) among mothers with clinical or serological evidence of influenza infection, or both, than among mothers with neither (5 6%). McDonald (1961) found that women whose pregnancy resulted in stillbirths or neonatal death gave a history of acute febrile illness in early pregnancy more often (841%) than did women whose infants were normal (4 2%). There is also a suggestion in the paper by Doll et al. (1960) that influenza in pregnancy results in a tendency to low birth weight.
Taken separately, none of these findings could be regarded as conventionally significant. They all deal with relatively few pregnancies and the effect we postulate is a small one. Thus if the early neonatal death rates by quarter-years observed in 1969 had applied to the live births by quarters in 1970 the number of early neonatal deaths would have been 8,110 instead of the actual number of 8,326, a reduction of 216 deaths. Differences of the same order of magnitude were associated with the other major epidemics in the period under consideration.
Confirnation of the existence of an adverse effect of maternal influenza on the fetus might be obtained through a prospective study. That would have to be on a very large scale, enrolling perhaps 20,000 or more expectant mothers, because of the many other factors known to be associated with early neonatal death. An investigation on a smaller scale might suffice to detect a "shift to the left" in the distribution of birth weights of liveborn infants. Ideally the study should be designed to show whether the effect is specifically attributable to the influenza virus or is due to some non-specific feature of infection, such as fever, or to medication taken because of the illness.
